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Dear Dr. Friedman,
.4

We are writing to support and comment upon rhc Food and Dmg Administration’s (FDA)
praposed rule implementing section 401 of the Food and Drug Administration Modernization
Act of 1997 (FDAIvLA, Pub. Law 105-1 15). We believe that the proposed rule properly reflects
the Congress’ statutory intent in enacting this provision, and achieves the important goals of
assuring the public health and encouraging the dimemination of impofiant health information.

.s~.c~i~~
We wish to srrongly emphasize that the principal policy considerations underlying

enactment of section 401 were twofold: first and foremost. to ensure that the financial and Iegai
incentives for manufacturers to seek approval of supplemental uses of prescription drugs and
medical devices remain intact; and second, to give medical providers and their patients a method
of obtaining scientific information regarding unapprcwed drug or device uses which did not
undermine these incentives or the existing statutory assurances of safety and efticacy.

The key tounderstandi~g section 401 is to recognize that health providers and patients
alike are exposed to myriad sources of information regarding unapproved drug and device uses.
Peer review journals, continuing medical education, medical publishers, professional medical
societies, patienl associations, Internet-based government and commercial information. scmices,
and mass media all offer a wealth of information abou~ the latest clinical trials, the latest
research findings and tbc prevailing standards of medical care. At the same time, however,
patients consistcmly face difficulties obtaining rfiimbursement horn health insurers for
unapproved drug and device uses on the grounds that they are unapproved by the FDA.

Recognizing that the health care market was not suffering ilom a ]aGk of reliable and
timely infmmation regarding such uses, but tha~patients would benefit from the timely approval
of such uses~ Congress’ fi,nzdamental challenge prior [o enactment of FDAMA was how to
promote the submission of supplemental use applications. The interest of regulated industries in
obtaining statutcuy revisions which would permit the advertising and promotion of unapproved
drug and device uses afforded Congress an opportunity to achieve the goal of encouraging the
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submissionof supplemental use applications whiIe simultaneously creating a discrete,
experimental program for the dissemination of information about unapproved drug and device
uses by regulated industries.

As the conference report on S. 830 states:
The confcrcncc agroornent%inclusiond kis Sectionis intendedlo provide that
bealrh care prac~irionerscanobtainimpormnt scientific information about uses
that arc not included in theapproved labeling of dregs, biological producrs, and
devices.Theconfweesalso wish to tneaurage that these nev uses be included
on the product label. Therefore.thea~emcnt includes strong incentives to
conduct the research nccdcd and tile a supplements]applicationfor suchwcs,

We believe that the FDA’s proposed rule reflects a proper balance in achieving Congress’
intended goals of encouraging the approval of unapproved drug and device uses, while creating a
time-limited opportunity to determine whether the dissemination of information regarding such
uses by regulated industries, motivated by strong commercial and promotional interests, serves
the public health.

We also agree that the proposed rule appropriately addresses the need for complctc and
balanced presentation of information by supplement sponsors. I?roposcd section 99,101
appropriately calls f~r the presentation of a clinical investigation to be “reasonably
comprehensive.” Article abstracts would fail to meet the high statutory standard for complete,
balanced information. This is also comisteritwith ~hc congrewional intent that recipients have
complete information at ~cir disposal Similar] y, this section is entirely in accord with the
intent underlying specific statutory requirements thatJournal atticles be unabridged and
reference pub licaciom unexcepted; that a bibliography of other aticlcs regarding the unapproved
use be provided; and that additional information may bc required to be distributed if the original
dissemination was not “objective and balanced.”

6LhMlamxw
Perhaps the most important section of the proposed rnlc rclarcs to the statutory

exc”eptiorts fkom the filing of a supplemental use application. It was Congress’ intent that any
dissemination be predicated on submission of such an application. Any exceptions to this rule
were intmded to be limited in scope and rare in frcqucney.

The factors outlined in proposed sections 99,205 and 99.305 are wholly consistent with
the statute.The law requires that the Secretary consider the patent or marketing exclusivity
available to a sponsor, the size of the patient population expected to benefit fkom a supplemental
approval, and whether it would be unethical to conduct the studies necessary for such an
approval,

In cases where a supplemental use application would be economically prohibitive,
section 401 was intended to create narrow circumstances under which the disscm.inarion of
information could take place in the absence of an application. Anything else would do violence
to the balancing of interests and goals achieved by this provision. As Abbey Meyers, president
of the National Organization for Rare Disorders, wrote to us on September 25, 1997, “If a patient
population is considered a large enough ‘market’ to justify a company engaging in active
promotion of an off-label use of a product, them is no doubt that a real potential for profit
exists. ”
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The proposed rule fully reflects this critical statutory balance and the requirements
stipulated by the agency to be met by sponsors in obtaining an exmnption from fihng would
provide information essential IO determining whether such exemptions are appropriate, justified
and consistent with the statute.

. . . . .,. ”
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Consistent with the intention of Congress to expand the public’s access to infomnation
regarding clinical trials, as manifest in FDAMA sections 113 and 130, we believe that the
agency should provide for public access to information made available under section 401 and
seek public input regarding the granting of exemptions from the filing of supplemental
applications. The public and patienr communities are the essential stakeholders in the
determinations made under section 401 and should be afforded the opportunity to share their
inherent expertise with the agency.

Public pafiicipation in the exemption process and public access to information regarding
trials initiated in support of supplernenrd filings is consistent with the intentions of Congress @
enacting FDAMA. The inappropriate granting of exemplionfi, for example, would be conlrary to
Congress’ intent, as stated in the Act’s findings: the “prompt approval of safe and effective new
drugs and other thempies is critical to the improvement of the public health so that patients may
enjoy the benefits provided by these therapies to treat and prevent illness and disease. ”

secti.o~
While “off-label” uses have traditionally been viewed by the FDA as being within the

practice of medicine and subject to the judgement of health professionals, section 401 was
intended by Congress only to create a pilot program of limited duration which linked the
submission of supplemental use applications to the dissemination of information by regulated
industries. We believe the proposed rule reflecw congressional intent, applaud the agency’s
work to date in implementing FDAMA in a timely manner and look fonvard to working with the
agency to determine whether section 401 truly series the public health.

— Sincerely,

JOHN D DI?WELL
-! Wmb

! Ranking Member
House Comrnitiee on Comrncrce

Ranking Member
House Commerce Subcommittee

Health and the Envi~onment
on

=NRY-A. WAXMAN

Ranking Member
House Committee orI Gcwernment

Reform and Oversight


